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Abstract of JP2003201229 

PROBLEM TO BE SOLVED: To provide a matrix metalloprotease (MMPs) activity inhibitor which has 
an excellent antagonistic action against the activity of the MMPs giving a large effect to the ageing of 
the skin and can prevent the degradation of skin extracellular matrix components (for example, elastin, 
laminin, proteoglycan, basement membrane components, collagen) deeply related to the ageing of the 
skin to prevent and improve the ageing of the skin, and to provide an ageing-resistant cosmetic. 
SOLUTION: This matrix metalloprotease (MMPs) activity inhibitor contains one or more plants selected 
from Cocos nucifera, Blumea balsamifera, lllicium verum Juniperus brasiliensis, Salix alba, Paullinia 
cupana, Smilax officinalis, Smilax aristolochiaefolia, and Smilax aspera or a solvent extract thereof, 
and the ageing-resistant cosmetic. 
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(54) [&w<z>fc;iW vh')v>7X**ti7uT7-vmmmZ£xm%fcMmft 
(57) [gift] 

[mil] ftjf^k^#^^$r-^^.i»7h';-y^ 

^^orofT-fe' (MMPs) <7)vStt^*tLffiil7t 
x^-^u^y. *«£4h 37-^1) <^»*l» 

mmps ^Baffin. £ . 

[JPRU^S] ^ (Coccs nucifera) , ^ij^^P 

(Blumea balsamifera) , 74*74^ (Illicium v 
erum) , yi^X • /^y'Jiyy^ (Juniperus 
brasiliensis) , ■ T)W< (Salix alba) , 

tf?i~ (Paullinia cupana) , -/7 XW> (Smila 

x) C50 3S (S. officinalis, S. aristolochiaefolia, 
S. aspera) <n*frt>W£tlh l«*fe«28J2Ui<Ott 
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CH*JSn + 5" (Cocos nucifera L. ) , ?i]*tl 
%7 (Blumea balsamifera (L. ) DC. ) . Y<\ "M^fa 
7 (Illicium verum Hook, f . ) , i/ a.—^VX • 75 
itijxyyX (Juniperus brasiliensis) , 1)*'J>y77. 

• 7/W< (Salix alba) . jfy-f (Paullinia cupan 
a) . X$.y-/7X ■ 7f7 < -si-VX (Smilax officina 
lis) % XzyyfX ■ 7VX h D df 7X7 * 'J 7 (Smi 
lax aristolcchiaefolia) % jo itfXS 7 7 9X ■ 7X 
(Smilax aspera L. ) cn^^Olh 1 84£(4 
28J2LLtf>«*l. h ft ^J4-£- cO®mtMi®&$1i-t& , 
-?b>)v9XX9 urnfT- bf ( MM P s ) *£14fi&§ 

an. 

[I9*S2] *, ? x* turner— bf (MM 

Ps) fr\ -fcfS*. xhnA7^y^ fci 

t^a 7 y*--tf»fc*f 6»*<o+A»&»f*i* 1 84 

2 aiiLhT'J) ft . fft&S 1 tmnu MPs vSttffi* 

[tf#JS3 ] ^yx+vftmsmmbh. mm. 1 

4 tz\i 2 ISSi^M MPs ^S14ffl.WJo 
[ffl**4 3 7 5-y^«WBirc*4, fi*Jg 1 4 

tzii 2 lesi^MM p s tttemmi 

1 mm 5 ] &mmmmx'$> ft . 1 * ^ 

ti 2 tem^M mps jsttfflww. 

[lf#JS6 ] rnf^/'J * y4MWM«rc*4 . ft 
ifcli2lE«^)MMP sfSffitWlPJ. 

[ tf^js 7 ] 37- y^«Hn«wsrc* ft . mm 1 
4 ^« 2 1 ernoM mps *sttn*#j. 

h'j7^X^^n7Dfr- bf (MMPs ) jgfflMFJW 
[000 1] 

itzommbmitt-t ft -?hVy?x*? orof 

bV ••/ ;W^n7DfT- bf (MMPs: Matrix metal lo 
proteinases) <0^K»l/C^fcJtlSftUB«:*U 

SMMPs JSttlfl*»J*5 J:t^ffi*flmitfifc:BM-& . 

MSEfflflSKift, ?§JPJ3r£«!?3Ilcf£fflU#ft itf)?* 
ft. 

[0002] 

[ft*o8t*j] tb<Df£«ti«&» Jt£, &Tlfi$i£>3 
ft. 

[0003] mmxit. &mmtmti?ftmm 



Vv?x urn) o-ntzti. ?47ivay-y>. 

tf. 

[0004] x&ttig£iBft*>&4r9 . mftsnuts 

t(Cs b *) •/ 7 X (ECM: extracellular matri 

x) fcmfftftE*#^$S$£KJ:oT>S*;$ft-C 
V^ft. WI-^MJ-y?.* (ECM)IJ, iltt^y^ 

v>ft. 

[0005] «j«w*ftfcff aswt, i-^^*> L 

jS^fflt:* ^nft^tt^/Pt yoffiiT&i: < 

(c^.ix{f, M&X'^y-yy. z.yxi-ymcr)fflm\- 
(ECM) Wjfe^-JBtt. SfcfclliS 

[0006] ss¥W5E3wit». ztibemam*** 

m=f-tLX. Wz-?b0 XX fnTUTT— bf (M 
MPs) 0>W$.#fgtt$*VCH4. MMPs {4. ifflMh 
vhUy^^^w^««r±®5r«Hi:-rft-^7-o 
f7- bfO^fet'ftft. MMPs iC(i^< C7)SS^«] 

ftt<oco, -en-eixwau^^N'^^s^-jTv^ft 

(Mtt. flfi. r 4^j . 68^12#, pp. 1791-1807(1 
996)) . 

[0007]MMPs(4. -eoflfittJ J:t/«i&0iB*» 
ZtiX^l. 

[00 08] t'7ft-t'|ftll MMP-2, MM P 
-9*0**4iU. iil^MMP-2, 9(4, 
7r-C'$>ft^^riV35-yy^7$-y. KSVh'J y 

v^ft. 

[0009] XhDA5>( ^ySftli, MMP-3. M 
MP-lOfj^itli. Cfl<9MMP-3. 1014. 

wmtixmtix^&. 

[00 10] ayy-j— bfPWi. MMP-1 (Hffin 
77-'t-t') . MMP-8. MMP-1 3^#%4)fl 
ft. 4>T't,MMP-l(4, SS-vh'J-/77.c7)±^^ 

is^T*4^'f7 , i, 11137-yy^ mimtiLftx- 
hhruTtrvtiymzftm-hffl&t tx^tix 



mmp-8. MMP-i3i^-fn3?-yy 
[ooii] zuz. ztiti&tmu. zmmtm 

SW>SWtfc X 0 * * < *f flD L . **MW: J: § MB* v h 
'J ?9X (ECM) <0«4>3£tttf>IKH*>lofc2r9, & 

siw Lb<mfm<n±%%mm<n 1 o-c* s t %t *>ti 

X\^h (V. Koivukangas etal., "Acta Denn Venereol" 
(Stockh), 74, 279-282(1994); Gary J. Fisher etal., 
"Nature", 379(25) .335(1996) ; Gary J. Fisher et a 
I., "The New England Journal of Medicine", 337(2 
0), 1419(1997)) . ifclWItflffiUtfiUI-fct. 
B&9£tt*/l^ y oaaWrifck • X£*>'§l S & t =5: 0 , 

tZ-oX^&Zktfty^frtKitz (#11200 1 - 5 
0 83 9*Rfflg. N. Ochiai et al., "Jpn. J. Dermat 
ol.". 111(3), 532(Abs.)(200D) . ZCOX 3 tcMMP 

[00 12] 

**, WrVbU y?X (ECM) (C*J1-64Hr*>MM 
P sc7)vgttffi*tc«S U:i<0liH&«vCH6 (»BJ2 
00 1-1 3946 6&8L #B8200 1-1 72 1 5 
7&S8. #12 0 0 1-19 2 3 1 #BH2 0 0 

1-1 923 1 74^8) . 

[0013] Ltztf^x^mmt. &mco&tt®mz 
m im mm p s asfi-awn. fittftfflflsKfl^titt-f 

[00 14] 

[nra*jB*f *5M»4>tt. ±ean 

MPs iSffiEWKS^K 6t«fl:fPfflSr«IW Lfctt*, # 

fe^ttui* £ *^i*ai»>*»fc:iwife m m p s mm. 

s<3$SttBMFSWR**U §4>tli, MMPs<#n 
■ B&jtU i&#Ut*. 

[0015] -t^ri5*>*l6Bfl(i, -V^ (Cocos nucifera 
L. ) , 9i]*rl%9 (Blumea balsamifera (L. ) D 
C. ) , y -i *j4 * a ( 1 11 icium verum Hook. f. ) , 
y'j.— • /^y'DXyy^ (Juniperus brasilie 
nsis) . y y?X • 7/l^< (Salix alba) N ijy-f 
(Paullinia cupana) . X$y-/?X • $7 4 i*"f~*) X 
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(Smi lax officinalis) , X 5 y -7 X • 7 VX bD^f 
7X7* V7 (Smilax aristolochiaefolia) . fciV 
X^y y-pX- TX^y (Smilax aspera L. ) <?)$*frt> 
W£tih\U*lz\t2WXk<r>mi>. hhWttrtfflt 

(mmps ) fflmwmtmth. 

[00 16] £tz*fmi±. -?b0 v7XX?nTaT 
T-b'(MMPs) #\ *£y1~)— tfff, AhoA^-f 
yy#, fcitfa^y-*-— t'g(:ltSgt?)+*^S 
(fii£ 1 a 2 fcli 2 aiiltT'fc fi.JJEMMPs vSttffi 

[0017] x5Xf->4«IHWWH % y 

£ , JJEM MPs ffiffiftflORH-* . 
[0018] 4fc**giM;. ±|ev^-m*»CT)MMP sS 

[0019] 

[^Bfl^nsfiw^ffi] mr. *9tmz^xtmt&. 

[0020] *%ffl\,zm\^tlh* : s (Cocos nucifera 
L. ) Ji. -^y?4 (Palmae) -V^R (Cocos) Izmt&W. 

[002 1 ] ?i]1rd[%9 (Blumea balsamifera (L. ) 
DC.) {J. 3r??4 (Compositae) 'y^A^g (Blume 

a) \zmhmmx-hh. m>h\mfa ^m\t \ - 
#)v**-tv) tfmizti%. ttzm^mki. ka. 
mm. n%$s, T^ffi?», owj-ztizm^bix 
i. 

[0022] y-i^J***? (Illicium verum Hook, 
f. ) {i, is* 514 (illiciaceae) y=^5JS (Illiciu 
m) kZWrt-hffl?mX\ h^*$, /\ v/J7V4*3 

3^>* (±J&fr(i7*l— 7U) Srffi. JRHIiltlf. n 

[002 3] xi-W • 77i/'JxyyX (Junipe 
rus brasiliensis) (i, hy^ff4 (Cupressaeae) 

(^Sv^it'^^v-yR) (Juniperus) tJR 

10024] ^>J-yPX- 7>W* (Salix alba) (A, -V 
•f^rf4 (Salicaeae) ^-fdfJR (Salix) {=^£189^1 

[002 5] #7^* (Paullinia cupana) {i, A/Dy 
14 (Sapinadaceae) *}'yi~M> (Paullinia) iZWkthW. 

mmx-hh. ajy^) sm^^e^fyr 
m->x®mkizix»mm*xm-t2>. 
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[00 2 6] X$y-/9X- *7 4is-F ] JZ. (Smilax o 
fficinalis) . X;77^' 7V X h n*7X7 * V 
T (Smilax aristolochiaefolia) . XtfX S y ••/ 9 
X • TX^y (Smilax aspera L. ) (i. Wftli jl U?4 

(Liliaceae) -flVt-r-'J -fA'^IS (Smilax) {Cg-f&ll 

[0027] *miizm^t>tih±i&&ffifa\is n«<o 

MMP sJSttHSffffl*#t.&iitt4-i-C»4>*lT*J 
[00283 *X91(cJliVift4HflMi. 

ft^jft3&»4,««»** * v ^mmmrn t ixm v >s 

[0029] ±fE«»<0ffiffl»ffil: IXli. St 1$. 

[ 0 0 3 0 3 * is (C. nucifera) T'ttffiSrffl^&tf)** 
[003 1 3 9t) J f^S^9 (B. balsamifera) T'(ifS£ 

[00323 *W «>-f * a »7 (I. verum) *Cli*||£J8 

[00331 i/j.-'OVX ■ ^y'Jxyy^ (J. bra 
sinensis) T'(i8l&£ffi^6W#£# t l^ff. m 
VfflL&m^hZbbX'Zl. 

1 0 0 34 3 -tf-'J -7 ?X • T)W< (S. alba) X'\M& 

X'Zl. 

[003 53 flyi~ (P. cupana) "CH»F*fflV>4tf> 

[00 3 63 XS77^ - *7>f S'-MI* (S. offic 
inalis) , Xi77?X • T'J* r-n*7X7* U 7 

(S. aristolochiaefolia) x tiXl/XS.y y 9 X ■ 7 
X^y (S. aspera L. ) T'liWffli , «£Jfl^40># 

[00 373 JJE*tt»0«iajWi«ifefc«J: 9»4 - 1 

tz\m»mti.Ltztk. ix^mixm z t #-cs 
*. mmmt lxu. m®mmzmvt>timmx'b 
tia&mzm^hzbtfx'*. mux. 

/k x?7-/k Tn\ZVV/Va-)l. 1, 3-7* 
i/y/'j3-;K 9 , V-*zV>^<7)7)Va-)\M. £*7 
/U3-;HHJ ?do*;W, i/;?o/Ux?y N ffltg-ft^ 
*, r-bhy. iH»x*/k ^*?:^w«*B3s 

#1). iie^-etttULT^ttHjaJr-ewi^. ** 



fflvvtTO6ft£|ifc£Lfc (04 
£tf7W<-?4 hXAD-2) 0>#?A£?ft*3-& 

i><?>i>mmt&zbffx'$i>. tfzKRm. mux*/ 
[0038] ±JE4Mi**6oJif oaasiwi. ££14 

*^<k MMPs4>. -fc*7f-7~ WR. XhDA^-/ 
&£Xf?y7 t 1— t£BSEfc*t4Vvffi.«)MMP 
s c*f LT t> Wifc ttttfBfl . vSttfflWf^ffl SrW-TI. . 
[0039 3 -fc?7*7~ b'SftcS-f 5MMP s^ttffl 

**]. &£vmmttMmmt Lxnmmtfmmz 

[0040 3 XYuJ^y^^vmzmthUmPs^ 

->#RfflfflMt Lx<mmtfmmi\izmft>i\h. 

[004 1 3 37 *mzm?& MM P s CD&fflB. 

[00423 4fc. Cin^(iL*>^R6-fi&±i:KII«: 

[00433 =5rfe. *»Hfc*HvC i"MMPsvS14ISW 
SFJj li. 7h'J 7n>^n7nf7-l: (MMPs ) 
«tt{=»Lft!S^ffl*irt61»>J*lK<»*-r4. 

[0044] h U -y 7 9 nrnfT- b* 

00 0 1~20«»%^'iriL<. WffclttO. 0 00 1 

- 1 onskxx'bz. o . oooi %m%*.mx'\i.*m 
%mmi l -\-wz%mim< . 2ow*%£i@ 

[00453 *«bb^)mm p s?sttiHSjw£ . Bfli-tra: 
5i.«wtfflv^*i**^ euur, K 

*• 

[00463 $^>tc. XrbltZ^hU^A, Xf>S 

ymi- bv »7A , ^3 y^co^ia^gf 
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[0047] *»Diii. zcoffmtfftizmfeZtih l>cr> 
[0048] *fc-e^)ttffl»!Bt>ffi»c* o . mimt 

^ryf-ya^ffi, TIMER. 



[0049] 

[0050] mmmztth. xmucm^btizzw. 

WfitiJ%7)MMP-9. MMP-3i><fctXMMP- 1?£ 
ttffiWfcSKOHT. tS©tfr£fc WE&afcov XWJ\ 

-rs. 

[005 1 ] [KH*ftfc«kix»Ortr»] 
l . ttttaiU! 

[0052] ( l ) ffiMAfflft 
m i ic^-r x o zmiittiwmrc i aia* * 

[0053] 



« ft) * 




ft ( 8 ) 


ana u» ■ 

« » (ml ) 


*ft (g> 


•Vi* (Cocos nucifera) 


41 


200 


800 


13.91 


****:J^r? (Blinea balsanifera) 




200 


950 


4.31 


3f *f 'tM + 3 '> (llliciun varum) 




200 


500 


12.93 


(JuniperuB bra* i 1 ienc i s) 




10 


80 


1. 20 


■fr'J • 7JU/< (Salix alba) 




10 


80 


1.21 


#7?^" (Paullinia cupana) 


«> 


10 


80 


1.39 


(Sni lax officinal is) 




10 


62 


0, 60 


'J 7 (Smilax ar i ato loch iaafo 1 ia) 




10 


80 


1.23 


X5l?V<7* ■ 7X^7 (Smilax 
aapera) 


8 


10 


so 


0 70 



[0054] ( 2 ) mmmm. 

±f Bfi%tttf}»£ V* *>VZ)V***s H (DMSO) iZ 

mm 2 ns.% b%&£o®Mix. mmmmwk^mwi 
[0055] z<nmm\mtt®m ztitti, m& 

mmW. (0. 4M NaCi. 10mM CaCl 2 
£-#trpH7. 4cr>0. 1MHJX) T*RLr, ^2 

[00 56] 2. MMPsvSeiS«$&£f£§i 
( 1 ) MMP-9vSttfflW^ 

*£y*i—emi l zmt&wmbLXMMP-9£m^ 
x. zntswmmzmizit:. mmmT<?>£o&rf 

[00 57] +%b*>* 0. 2ll%t'5fy^tfS 
DS-.1fUT^U^T5Hy^ (10%T) £f£iSU 



t h«&*?>MM p - 9?§i& £-sg*TT 

% TTritonX-lOOj "CffifrU $ 4>fc-f a 
yfflW(0. OlmM ZnSO,. 5mM Ca 
Cl 2 ££tfpH8. 0O50mMhW) t+»CS 

Dstdiv^. YnzmmmzmmL. zmy^z 
mmjzmmiiitzj y*^-^n>mMffimz 

[00 58] A y^a-^-isaym. YiVtllvi/- 

-fvvryb Tvu-sfefc i . Kf&swcsfi* ><y w± 

Z*4*-VT1rvA J f- (>U*yY#M. TFluor-S 
Multi Imager j ) X"£Aitltz. 

[0059] *ix. wmtim*Gz%^wm. (3 

yho-;K DMSO) W<yH«HI(=*«-*. 
ttaiifijS:^^ (±EWH»«) W^KWjftHI 
tm. MMP-9«ttffl»* (%) S:*{lJUfc. ^* 
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«-*2fc^- ttzmmtLX. MMPsvSffiSWft 
& (EDTA) fcOWCi. ±IBtH««0S(^Srfif^ 
[0 0 60] (21MMP-U 3JSttfflS$ 
-tf«IK*yht)flv«:. MM Pi: LTt 
-f6IN&i:LTMMP-3£. 35ft- te'f¥£JSt& 

[006 1 ] JJ£K8*»5 0 ju 1 i:-£4<7)g#S 

( o . 4#fi/ m i ) zit&tmmm 1 o oxz 1 , * 

( 1 m g/m 1 ) 5 0u 1 
tf. -^B#ra (2~4B#(^) . 4 2'CT'-f y=¥a^-h 



-Celtic J: 0*R«<oa«i«tf8$*, ±}JMc«->fc^ 

[0062] -eux. a^ai^sr-^^^v^^ (3 

VNn-;k DMSO) ffik 
ttifcftS:*/^* (_t£i*8i8») T'cn#MmcV&fe£ 

3, 4lZnkt. 

[0063] ttimmt ix, mmp smmmm 

(EDTA) CoHTfc, JJEfcPW«IHI*fr->fc. 

[0064 ] 
[*2] 



tt ft 


(!«*) 




MMP& S ttRi 
(«*> 


"Vv (Cocos nucifera) 


0.0005 


IMP-9 


04 


"Vi/ (Co cos nucifera) 


0.006 


kHP-9 


95 


$1)*}^*? (Blueaa balsanifera) 


0.0005 


WP-9 


2>8 


(Bluoaa balaanlfera) 


0.005 




05 


^-f^-f^a^ (llliciun verun) 


0.0005 




31 


^-ft7-<+3'> (llliciiai verua) 


0.005 




75 


(Juniperus bras i 1 iensis) 


0.0005 




50 


WvVTs • 7JU/< (Salix alba) 


0.0005 


KMP-9 


49 


iS3i~ (Paullinia cupana) 


0.0005 


MHP-9 


50 


CSailax officinalis) 


0.0005 


kMP-9 


48 


^57'^ • 7'JX hP47x;t 
'J 7 (Stiilax aristolochiaefol ia) 


0.0006 


KMP-9 


30 


XS???X ' 7X*5 (Sri lax 
aspera) 


0.0005 


MMP-9 


31 


EDTA 


0.006 


MHP-9 


0 


H)TA 


0.05 




85 



[0065] 



[H3] 
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[0066] 



tt » 


v - 1 jk «/ 




HHPs 331±iH 


\ ✓ ^wocos nuciTeraj 


0. 001 


HMP-3 


49 


7 /jy J-f/ \ B i untui na i Ban i Tars j 


0. 001 


MMP-3 




^^'f^a') (Illicit* verw) 


0.001 


KMP-3 


91 


(Juniperus bras i 1 iensis) 


0.0006 


fcMP-3 


49 


^'J^<7X- 7JI,/t (Sail* alba) 


0.0006 


MMP-3 


36 


(Paullinia cupana) 


0.0005 


I0IP-3 


?1 
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